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JOSHUA ZEICHNER, MD, FAAD: What is the pathophysiology 
of acne?

HILARY BALDWIN, MD: The pathophysiology of acne has 
4 separate pillars, the � rst being an increase in sebum pro-
duction, the second…increased colonization of the follicle 
by Cutibacterium acnes  follicular hyperkeratinization, 
and…the in� ammatory process in general. It’s not…a linear 
relationship or that one necessarily leads to the other. I like 
to say it’s a very incestuous relationship between the four 
different factors, each one of them feeding into the other.

ZEICHNER: Recently, we’ve had a greater understanding 
of the function of the sebaceous gland as much more than 
just an oil factory.

BALDWIN: We’ve spoken a lot over the years about C. 
acnes, and I think we understand to some extent…the role 
that it plays in the pathophysiology of acne. But it’s only 
been in the last 10 years or so that we switched our mindset 
from this being more of an infectious process by the C. acnes
organism to recognizing C. acnes’ role in the pathophysi-
ology of acne as…the production of in� ammation from 
in� ammatory cytokines. And yes, we’re trying to reduce the 
population of C. acnes, but it’s not possible to kill it, it’s not 
possible to eradicate it, and perhaps we ought to be focusing 
more on other aspects of the pathophysiology rather than 
trying to kill C. acnes, which is ultimately futile. 

We have talked a lot about follicular hyperkeratinization. 
In the recent past, we’ve had many new topical retinoids 
that act on that pillar of the pathophysiology. We’ve talked 
a lot about the in� ammatory process in the last 10 years as 
we recognized that acne is basically a chronic in� ammatory 
condition. But we didn’t talk much about increased sebum 
production, and I think that’s because it’s a given. It’s what 
happens when you get older, and it’s not something that can 
necessarily be altered nor should it necessarily be altered in 
somebody who doesn’t have acne, so it’s an entirely different 
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pillar to think about.… We also didn’t 
because the drugs that we had to take 
care of that pillar were all oral. They 
all had considerable adverse effects, 
and only one was appropriate for use 
in men, namely isotretinoin, which 
of course, is not appropriate in all 
patients. So…one of the reasons why 
we didn’t talk about it is because we 
had nothing…to say, and I think we 
know the least about the sebaceous 
gland and…about sebum production 
and what it does compared to the 
other 3 pillars. One of the things 
we don’t know, for example, is…
[whether] there [is] an increase in 
sebum as well as a change in the type 
of sebum and might the type of sebum 
and the constituents of sebum in…
acne…be part of the pathophysiol-
ogy of acne, and especially in terms 
of follicular hyperkeratinization. 
We have some data that suggest that 
that’s the case, but it has actually never 
been proven.

ZEICHNER: We know that acne pa-
tients not only make more sebum, but 
the quality of that sebum is different 
from [that of] non-acne patients, if 
someone would like to discuss that.  

LEON H. KIRCIK, MD: Regarding the 
in� ammatory state, now we know 
that there’s something called subclin-
ical in� ammation in acne patients, 
even when there are no apparent 
skin lesions that are in� ammatory, 
even what we call non-in� ammatory 
lesions are actually…in� ammatory 
[in nature]. If you do a biopsy on 
regular-looking skin of an acne 
patient perifolliculary, you’ll see 
inflammation and inflammatory 
TA cells, so that…tells us that it’s a 
primary in� ammatory disease rather 
than a secondary in� ammatory dis-
ease. Moreover, when it comes to the 
sebum, I don’t think we should look at 
sebum just as causing hyperkeratini-
zation, but also it has an in� ammatory 

effect, and we know that the androgen 
stimulation of the sebaceous gland 
also releases in� ammatory cytokine, 
such as IL-1β, IL-6, and IL-8, so that 
also causes further in� ammation to 
the existing in� ammatory nature of 
the skin and hands, creating…the 
perfect storm.

ZOE DIANA DRAELOS, MD: The 
breakdown products, the free fatty 
acids, it’s interesting that that free 
fatty acid constituents…[are] found 
in multiple dermatologic diseases…
[as if] free fatty acids are the inciting 
factor for in� ammation in seborrheic 
dermatitis. Free fatty acids are the 
initiating in� ammatory factor active 
in acne. And so it’s interesting that 
we now not only need to focus on 
the amount of sebum and perhaps 
its constituents, which we don’t have 
well laid out as…we mentioned, but 
also the breakdown products. And so 
the � nal common pathway is if you 
don’t make the sebum, you don’t get 
the breakdown products, which are 
proin� ammatory, which is kind of a 
new mechanism that we’ve not really 
talked about in the pathophysiology 
of acne, but we can now, because we 
have an opportunity to modulate 
sebum production.

DRAELOS: As sebum oxidizes, that 
creates another full set of chemi-
cals.… We don’t really understand 
terribly well…how they interact in 
dermatology. But the ability to stop 
sebum at the heart of what it’s pro-
duced eliminates all these cascades 
of very interesting breakdown of 
products and substances, including 
oxidization, lipid peroxidation…, 
etc, that we really don’t understand 
because we couldn’t modulate. We 
didn’t have a target, so we don’t have 
a knowledge base there. But I think the 
fact that now clascoterone (Winlevi; 
Sun Dermatology) can modulate these 
gives us the opportunity to examine 

this other…aspect of acne related to 
the breakdown of sebum and the ox-
idation of sebum and its byproducts.

BALDWIN: Do you think it’s a fair 
statement that in general, no sebum 
equals no acne? If you wanted to boil 
it down to something, isn’t that the 
statement that we’re really making?

DRAELOS: I agree, Hillary. No se-
bum, no acne. I also think, though, 
that the sebum constituents change as 
you get older, and while I don’t have 
any proof to back this up, I’ve often 
wondered as people mature and leave 
adolescence and don’t have the testos-
terone, the estrogen drive, or puberty 
hormonal drive to acne. I wonder if 
that isn’t one of the reasons why acne 
gets better as you get older, in addition 
to the fact that the sebaceous gland 
hormonal drive is gone and the sebum 
production decreases. But I think this 
ability to modulate sebum production 
topically opens a whole new area of 
research for a better understanding of 
what really is happening in acne.

BALDWIN: I love that concept in 
what happens with aging. Why do 
people get better? And one of the 
things I came across not too long ago 
was the concept…[that] bacterio-
phages in the follicle are good things 
in terms of acne. The people who don’t 
have acne have a higher density of C. 
acnes bacteriophages, and as we age, 
our C. acnes bacteriophages increase 
in number and…perhaps we’re 
doing a better job at killing off the 
pathogenic forms of C. acnes, leaving 
behind what we now consider to be 
the healthy subtypes.

ZEICHNER: Dr Farberg, would you 
like to comment on these 4 main pil-
lars of acne and any other factors that 
we know to be associated with the 
worsening of acne? 

AARON S. FARBERG, MD, FAAD: I 
would say we also have to consider 
the complex interplay between our 
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patients and the environment and rec-
ognize that diet and stress also play a 
part, or a very signi� cant part. I would 
add that it is a very complex interplay 
between a variety of different factors, 
but it all falls back to this old adage 
of “no sebum, then no acne.” So that’s 
a critical aspect or a critical point to 
the pathogenesis of acne. Is it the 
single most important one? I think it 
is one that is important because we 
can actually modulate it at this point.

BALDWIN: The bottom line is we 
have no idea if diet has anything to do 
with acne, and we pretend we do and 
we talk to our patients, but we really 
don’t know. The low glycemic index 
diet, so don’t consume in abundance, 
low fat or nonfat dairy products and 
to not eat whey protein. And those are 
the only things that we might know.

KIRCIK: The whey protein is the 
only one that I think we know could 
have an impact in this. The bottom 
line is when it comes to diet, we don’t 
have really good, randomized, dou-
ble-blinded clinical studies.

FARBERG: But I think it’s important 
not to forget our own clinical expe-
rience. How many times have you 
had a patient come in and say that 
I have more signi� cant acne during 
stress, or I’ve noticed a change with 
my diet. Perhaps we don’t have a 
double-blinded trial for that, but we 
also don’t have a double-blinded trial 
that parachutes work, but we know 
that they do.

BALDWIN: That’s very true.
ZEICHNER: How do you stratify the 

severity of acne? Is it based on lesion 
morphology? Is it based on body 
surface area, psychosocial impact, all 
of the above? 

FARBERG: I stratify the severity 
of acne based primarily on the psy-
chological manifestations. I’ll have 
patients that I might perhaps consider 
mild acne, but it’s having a signi� cant 

impact on their life, and therefore, it’s 
quite severe.

ZEICHNER: I think we have both 
objective and subjective measures 
of severity.

KIRCIK: From a clinical study per-
spective and a research perspective, 
we know that the severity of acne 
is measured on either Investigator 
Global Assessment or Physician 
Global Assessment, IGA or PGA, or 
what I call the eyeballing of the pa-
tient, and it has to be done without 
counting the lesions since you might 
have somebody that has 10 nodules vs 
somebody with 30 closed comedones 
or open comedones. Which one’s 
going to look worse when you look 
at them? Certainly the � rst one, not 
the second one who’s got less lesions 
but more nodular acne. So, the bottom 
line is…looking at the patient and 
classifying them as mild, moderate, 
or severe.

ZEICHNER: As you approach a 
treatment algorithm or a treatment 
recommendation, how do you select 
topical vs oral, combination vs mono-
therapy?

BALDWIN: I personally measure 
acne severity a little bit differently 
[than Leon]. I don’t use Global As-
sessment.… I take a look at what kind 
of lesions the patients have: comedo-
nal, in� ammatory, or combination. 
And within that realm, is it severe? 
The hardest patient to treat in the 
entire world is [the one with] severe 
comedonal acne. So you can’t forget 
that someone with absolutely no in-
� ammatory lesions can still be severe. 
Then my next question is, is the trunk 
involved as well? And then my next 
question is, is there scarring, and my 
last question is, is there psychological 
impairment? And that’s how I start my 
process, so I’m going to pick drugs 
that are attacking the particular thing 
I saw. So clearly, if I saw comedonal 

lesions, I’ve got a retinoid on board, 
but actually I like it in all sorts [of 
acne,] but I’m not necessarily going 
for a topical antibiotic when I see a 
bunch of comedones. So that helps 
me to decide which way I’m going to 
go. If the trunk is involved, I’m more 
likely to whip out an oral to treat 
larger areas at the same time. And 
then combination therapy for me is 
in every patient except for the mildest 
comedonal kid at 11 years old when 
I generally use a retinoid alone, but 
everybody else gets combination ther-
apy. I’m a full believer in retinoids for 
everybody from birth to death, and 
then adding the other medications 
as necessary.

KIRCIK: To add to that, we should 
not be forgetting what I call the phys-
ical modalities that we used to hear…
[about] in the old days, but now be-
cause of lack of reimbursement, we 
sort of stopped or forgot. But still what 
I call the acne surgery, which is really 
not surgery but removing the comedo-
nes…[is] very, very useful and helpful 
to a patient. I still do cryotherapy and 
also intralesional injections. So all the 
physical modalities that we used to 
do, I think we should not forget. And 
then in addition to the old modalities, 
now we have lasers, we have light 
devices that are also very helpful for 
acne treatment.

FARBERG: Perhaps one of the most 
important aspects to the treatment 
and management of patients with 
acne is ensuring that there is a good 
relationship between the patient 
and…dermatologist or recognizing 
that there are, as mentioned by my 
colleagues, a variety of…treatments. 
Finding the correct…personalized 
treatment for each patient is very 
important. That communication is 
critical to selecting and…maintaining 
the right treatment pathway for each 
patient.
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KIRCIK: I think that’s really im-
portant. Whenever I see a new acne 
patient, I always tell them, you and I, 
we’re going to become good friends, 
with the sense that this a chronic 
disease. This is not a one-time visit. It 
does require a lot of follow-up. And 
as we take the disease under control, 
the follow-ups will be less and less 
frequent. But in the beginning, I think 
the follow-up is very important, and 
there is no magic bullet that’s going to 
make it go away in one visit.

DRAELOS: One of the biggest chal-
lenges in acne treatment is… 
compliance. And therefore, I think 
it’s really important that you pick 
a medication that suits the person’s 
personality and their lifestyle and 
they’re inclined to use it. And then 
I think you need to also recommend 
skin care products. So I think the 
treatment of acne isn’t just focusing 
on the in� ammatory pathways and 
pustules, but looking at the lifestyle, 
the individual, looking at how they 
buy into the treatment and what 
they’re likely to use. And then look-
ing at total skin care, and that would 
include cleansers, moisturizers, etc. 

KIRCIK: So again, to Dr.  Draelos’ 
point. A general treatment is very im-
portant and keeping in mind that the 
pH of the skin plays a very important 
role, not only in the in� ammation, but 
also with their barrier function as well 
as the microbiome.

DRAELOS: And then if you recom-
mend total skin care when the disease 
improves, and you could start with-
drawing some of the prescription 
medications, they then have a good 
treatment, skin care routine in place 
that they can continue on when 
you transition from the treatment 
phase into the maintenance phase of 
the disease.

BALDWIN: Something that we all say 
to our patients is, “This is not a sprint, 

it’s a marathon.” That’s a nice little 
statement that I think works very well 
with the patients.… I tend not to tell 
patients about how long this is going 
to last until after the � rst visit or 2, so 
that we’ve gotten them under control. 
Now they have hope, and then I drop 
the bombshell: “By the way, you’re 
going to have to do this for 4 years.” 
Because I think if you tell them that in 
the beginning, you lose some people 
who thought that this was going to be 
like the pneumonia they had last year, 
where they took antibiotics for 7 days, 
got better, and never saw it again.

KIRCIK: Many say, “Hey Doc, give 
1 pill a day, and let’s be done with it.” 
Well, we know that that’s not going 
to cut it.

BALDWIN: Well, education is key 
and the trick, of course, is � guring 
out how to educate your patients 
rapidly so that you can do a good job 
yet have the turnover that’s necessary 
in today’s practice of medicine. In pre-
vious discussions, we’ve talked about 
how the education and the training 
of derm residents is extraordinarily 
different in the treatment of acne, and 
I’m sure it is in other diseases as well. I 
just know acne well from department 
to department. And your knowledge 
of acne is the knowledge that …your 
mentors have. And in some institu-
tions, there’s nobody who knows 
acne. There are institutions that 
believe exclusively in using generic 
medications and don’t even educate 
the residents on the newer medica-
tions or the branded medications. So 
part of the problem here is that you 
don’t know the education level of the 
doctor in question. And with clas-
coterone cream, since it’s not in the 
guidelines yet, because the guidelines 
were written in 2016, payers are reluc-
tant to allow us to reimburse it. And 
doctors are less likely to prescribe it. I 
remember one time…I went to a pro-

gram and I thought I was leaping into 
what was already well known about 
acne surgery. And I said, “It’s very im-
portant to extract comedones to make 
the patient look better initially, make 
them feel better about themselves, 
more likely to use their medications.” 
A third-year resident asked me how 
you take out comedones. I said with 
a comedone extractor. And she said, 
“What’s that?” They also didn’t know 
what I meant when I said intralesional 
steroids. They had never heard of it, 
and they were third-year residents. 
So never underestimate how much 
people don’t know about acne.

DRAELOS: We’re familiar with it, but 
we trained in a different generation.

BALDWIN: I fear that acne gets lost.
DRAELOS: We were trained in a 

generation when it was reimbursed. 
Now, it’s not reimbursed, and so that’s 
really changed…how you treat acne.

FARBERG: Are you currently utilizing 
those treatments with your patients?

DRAELOS: Oh, yes.
FARBERG: I’m just curious, how does 

that get reimbursed?
DRAELOS: It doesn’t get reimbursed.
BALDWIN: It’s the right thing to do. 
KIRCIK: Some still do, but it’s a � ght. 

In the old days, I used to do cryother-
apy, intralesional injections, and acne 
surgery at the same time, and there 
were no questions asked. God forbid 
now if you do more than one…[on] 
the same day. Forget it. You have to 
� ght for it, even for one. 

ZEICHNER: Dr Draelos and Dr Bald-
win, could you comment on skincare 
brie� y, on what types of cleansers, 
moisturizers, and other skincare 
products we recommend to our acne 
prone patients? 

BALDWIN: No acne visit is complete 
until we have discussed skin care, 
including cleansers and moisturizers 
and sunscreen, making speci� c rec-
ommendations. You can’t just say on 
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on your way out the door, “Oh, by the 
way, make sure you moisturize.” Spe-
ci� c recommendations are necessary.

DRAELOS: Well, I think the key for 
skin care is it should complement 
the regimen that you’ve prescribed 
in such a way that it minimizes side 
effects. So, for example, retinoids 
can be irritating. Many of the newer 
retinoids are in optimized vehicles, 
which has substantially reduced the 
irritation. Nevertheless, if you’re 
prescribing a high-powered retinoid 
and the patient has dry skin, you’ve 
got to compensate for the side effects 
with what you prescribe. So I think it’s 
really critical to look at what you’re 
prescribing, the skin characteristics of 
the patient, and then come up with 
your skin care. So for cleansers, even 
though cleansers are short-contact, 
they do have a profound effect on 
the face. You remove excess sebum, 
so you need something that cleanses 
well. And then you can incorporate 
benzoyl peroxide, short-contact 
benzoyl peroxide into your cleansing 
regimen. And actually, since benzoyl 
peroxide is a particulate, it can actu-
ally deposit in the osteo, the pore, and 
you can get prolonged bacterial killing 
that way. So if it’s possible, I would 
prescribe a benzoyl peroxide–con-
taining cleanser, and many of those 
are available over the counter and 
are quite effective. However, benzoyl 
peroxide is also drying to the face, so 
now you have to counteract that. So 
you want to use a non-comedogenic 
moisturizer, and the basis for all 
non-comedogenic moisturizers is di-
methicone, your silicone derivatives, 
because silicone derivatives—even 
though it’s an oil, it’s not an oil that 
bacteria or organisms can digest. So 
you don’t get breakdown products. 
A dimethicone moisturizer, a benzoyl 
peroxide cleanser, and then you want 
to pick a good sunscreen for them as 

well. And I would recommend the 
mineral sunscreens, the zinc oxide 
and titanium dioxide, because they 
actually absorb oil. And once the par-
ticulars, the zinc oxide and titanium 
oxide absorb oil, they don’t release 
it again. So that’s a way that you can 
get oil control as well as photo pro-
tection. Those are the basic 3 pillars 
that I would approach in terms of acne 
skincare recommendations for the 
average patient. Now, if you’ve got 
hormonal acne or if you’ve got peo-
ple that are very young just entering 
their acne-prone years, there would 
be different methodologies. 

KIRCIK: How about this application 
of the moisturizer and the overall order 
for application? Unfortunately, we tell 
patients always use your medication 
and then apply your moisturizer so 
that you’re applying your medication 
and you keep it in there. However, for 
those who cannot tolerate their reti-
noids, do we have another way? How 
about if you apply the moisturizer � rst 
and then apply the retinoids?

DRAELOS: That certainly can be 
done, especially if people are having 
trouble. But usually as the face gets 
retinized over the next 4 to 8 weeks, 
they can start out moisturizer � rst 
and then retinoid, but eventually 
they should be able to switch so that 
you get the retinoid on � rst and the 
moisturizer on second. So what you 
might want to do is have them use 
the moisturizer � rst with the retinoid 
on top for the � rst 4 to 8 weeks of 
treatment, and then possibly you can 
reverse it. There are some studies from 
Emil Tanghetti that demonstrated that 
it doesn’t matter. But if you look at it 
from an analysis where you do tape 
strips from the skin surface and you 
look to see how much of the retinoid 
actually got in the skin with liquid 
chromatography mass spectrometry 
(LCMS), it actually gets better. But 

here’s the question: does that little 
bit matter in the length of time that 
the study was done? We have an an-
alytical lab in-house, where we have 
high-pressure liquid chromatography 
equipment and mass spectrometry, so 
we can look at the penetration of ac-
tives. And so what’s really interesting 
is [that] it may not matter in the period 
of time over which you followed the 
patients in the study, but in terms of 
actual nuts and bolts delivery, it does. 
So one of the things that we really ha-
ven’t done in dermatology is a lot of 
penetration studies to see exactly how 
deep into the skin these products go. 
And with tape stripping and 20 tape 
strips, you can actually get down to 
punctate bleeding at the base of the 
dermis. And that’s how those studies 
are done. 

BALDWIN: I’ve always wondered 
about that moisturizer � rst concept. 
And as you mentioned, Tanghetti just 
looked at 1 moisturizer and 1 retinoid, 
and we’ve never had another study 
that looked at that combination again, 
which I � nd hard to believe. I can’t 
believe we’ve never done it again. But 
I recommend it a lot, and I can’t say 
that I’ve ever seen it reduce…ef� cacy. 
However, of course, if you put the 
moisturizer on � rst, then the patient’s 
able to use the medication more fre-
quently. So perhaps the fact that they 
got better has to do with their compli-
ance. And that the little bit of decrease 
in the penetration is replaced by more 
frequent use of the medication. I also 
wonder if the speed of penetration is 
useful because, after all, that’s why we 
used microencapsulation. That’s why 
we used microsphere formulations to 
slow everything the heck down.

DRAELOS: I was just going to say 
that not all moisturizers are the same. 
Some are � lm-forming, and they ac-
tually have a methacrylate polymer in 
them. So if that’s the case, then that 
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is not a good moisturizer to use � rst. 
There are some moisturizers that are 
not � lm-forming and don’t have a 
residue or polymeric emulsion that’s 
laid down on the skin surface. Those, 
which are your older-fashioned mois-
turizers, may allow penetration right 
through the product. So selecting the 
moisturizer appropriately—if you’re 
going to do moisturizer � rst, then 
retinoid—is important.

FARBERG: Although I think there 
may be an ideal order of opera-
tions when applying your topical 
medications, at the end of the day 
each patient has to apply them in a 
way that works best for them. They 
may prefer the cosmetic elegance 
of their sunscreen � rst, or perhaps 
their moisturizer, and it really comes 
down to what’s working best for the 
patient. The reason that skin care is 
so important is for the same reason 
that utilizing branded medications 
is also important. Recognizing that 
generics are not the same…[as the] 
branded medications…we can choose 
from, and the vehicles are completely 
different. These are all important fac-
tors…to consider when…taking into 
account …complete management for 
these acne patients.

BALDWIN: I sometimes use the more 
moisturizing medication � rst if I’m 
going to coapply.

FARBERG: Or if it’s wintertime, I’m 
using thicker PM creams, such as 
clascoterone cream 1%. 

KIRCIK: Topical retinoids and 
topical benzoyl peroxide, I think, are 
the mainstream treatment for acne, 
both for initiation phase as well as…
maintenance phase.  

BALDWIN: Many studies show us 
that the best way to treat acne is 
with combination therapy. That your 
average successfully treated acne 
patient is on multiple different acne 
medications, and you get more value 

if you think back to your pillars of 
pathogenesis and pick things from 
different pillars to treat your patient 
at the same time.

KIRCIK: To be devil’s advocate, what 
if, Dr Baldwin, I have 1 product that 
addresses the 4 pillars?

BALDWIN: Then you’ve topically 
completed your tetrad. As we all 
know, the only drug that does 
that…as a standalone, as a mono-
therapy, is isotretinoin. I’m not 
suggesting that the combination 
of 2 topicals is better than isotreti-
noin, but at least we’re hitting all 4 
pathogenic factors.

FARBERG: So if you were going to 
consider 1 treatment though, recog-
nizing that patients won’t always be 
compliant with combination therapy, 
recognizing  that we’ve already men-
tioned no sebum, no acne...

FARBERG: If we have…buy-in from 
the patient that this will, in the long-
term, be the treatment…you can 
maintain for many years to come, then 
I would consider it � rst line.

DRAELOS: They may not see im-
provement for months after initiating 
therapy. 

BALDWIN: I agree. Because the big 
leap in ef� cacy in the clinical trials was 
between 8 and 12 weeks. So no one is 
going to apply a medication bid for 8 
weeks and see absolutely nothing. The 
corollary, of course, is at least during 
that 8 weeks, they’re not going to be 
experiencing irritation. There was 
somebody who said this one time, 
and I just want to share it because I 
wish I could remember who uttered 
these words, because I loved them. 
He talked about that 2 weeks into 
initiation of therapy with a topical 
retinoid, he called that moment in 2 
weeks a “crisis of con� dence” because 
the acne hasn’t gotten better yet. They 
still have the same number of pimples 
that they started with. Now, in addi-

tion, they’re red and dry and irritated. 
“Thank you very much, doctor, for 
helping me out so much,” right? That 
2-week mark is crucial for retinoids, 
but with Winlevi, there is no crucial 
2-week mark because, although it 
takes a long time to work, at least 
they’re not irritated during that time.. 
As we mentioned before, it also has a 
nice moisturizing base .

DRAELOS: When the patient comes 
in, you have to administer acute care. 
They want immediate improvement. 
Then there’s the investment in the 
long-term, maintenance care, and in 
order to get the acne immediately un-
der control and to prevent more from 
occurring, you do have to have that 
long-term arm. As the patient gets bet-
ter, you can withdraw them, leaving 
them on Winlevi because we get back 
to no sebum, no acne. I see Winlevi 
being an important investment at the 
time of � rst visit for long-term control.

ZEICHNER: For which patients? 
All patients? Being that sebum is the 
driving factor for acne, would we 
consider clascoterone cream to be a 
foundational treatment for all acne 
patients? Or would this be a medica-
tion for selected individuals? 

KIRCIK: What we are missing for 
clascoterone…

ZEICHNER: So the only data that we 
have is the published data from the 
studies and the promotional infor-
mation from the companies, which 
discusses only on-label use of twice-
daily monotherapy. In the real world, 
we are, as Dr Baldwin said, combining 
actives that address multiple pillars.

BALDWIN: Right.
KIRCIK: Are you using Winlevi twice 

a day?
BALDWIN: Yes, always. Without the 

twice-a-day, you might not get the 
effect.

DRAELOS: That’s one thing we don’t 
know. We don’t know how long it 
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takes for sebum reduction to occur.
BALDWIN: That’s why it takes so 

long to work, right? Because you’ve 
got a sebaceous gland full of sebum, 
which is already premade, and that’s 
going to have to go away and not be 
replaced, is my lay explanation for 
that.

DRAELOS: You’re shutting down 
the sebaceous gland. Yeah, you’re 
not killing it. You’re not delivering a 
toxic dose of vitamin A, for example, 
but it would be very important to 
know when that kicks in because 
that would give me an idea of when 
to make an assessment, as the treating 
dermatologist, about whether Winlevi 
is providing the results you desire.

FARBERG: In summary, I think we’re 
all hopeful for a better understanding, 
or better scienti� c understanding, of 
the role of clascoterone and its impact 
on the oil glands.

BALDWIN: In the phase 2b study of 
the safety and ef� cacy of clascoterone 
cream [Ef� cacy and Safety of Topical 
Clascoterone Cream, 1%, for Treat-
ment in Patients With Facial Acne: 
Two Phase 3 Randomized Clinical 
Trials]1, they looked at qd vs bid, and 
there was an enormous difference 
between qd and bid, almost 50% in 
terms of reduction of in� ammatory 
lesions. So I think it’s very important 
while we’re learning about this drug 
and…about how it works and how 
long it takes to work, that we do the 
bid the way it was intended and cut 
back later. 

FARBERG: Do we know why it takes 
so long?

DRAELOS: It takes too long because 
you’re shutting down the sebaceous 
machinery. As Dr Baldwin mentioned, 
you already have a reservoir within 
the gland itself.

FARBERG: That reservoir is 2, 3 
months’ worth?

DRAELOS: We don’t know.

BALDWIN: How long would it take, 
do you think, for a sebaceous gland 
reservoir to empty?

DRAELOS: Well, it may not be…just 
the reservoir, but the sebaceous gland. 
You’ve got to get the Winlevi down 
to the glandular level and then you 
have to inhibit each of the acini of the 
gland. That takes time.

BALDWIN: Mechanistically, it makes 
sense to me that bid would be neces-
sary because we know it’s metabolized 
very rapidly in the epidermis. As I 
understand, it takes 5 to 6 hours for 
it to be completely converted into 
cortexolone, which means the entire 
rest of the day, the sebaceous gland is 
free to chug out as much sebum as it 
wishes. Mechanistically, I understand 
why it might need to be bid.

DRAELOS: The metabolites are just 
as important as the active drug. I think 
we need to have a better understand-
ing of how the metabolism progresses 
in the sebaceous gland—probably 
some histology studies doing biopsies 
1 month, 2 months, 4 months—and 
look to see, does the sebaceous gland 
atrophy, how quickly, and to what 
degree?

ZEICHNER: It’s a very exciting time 
for acne treatment specialists to have a 
new topical medication that addresses 
oil production, which up until this 
point has not been addressed…[by] 
any of our topical therapies for acne 
patients.

KIRCIK: So, this is 1 drug that ad-
dresses the root of the problem.

BALDWIN: We don’t know if clasco-
terone cream reduces oil production. 
We think it does, but we don’t know 
for sure.

ZEICHNER: There’s in vitro data 
showing that there’s decreased sebum 
production and decreased proin� am-
matory cytokine.

DRAELOS: I think there’s some key 
studies post-approval that need to be 

done. You need to look at the seba-
ceous gland histology, you need to 
look at the constituents of the sebum, 
and you need to look at the sebum 
output.

ZEICHNER: What’s really interest-
ing about the drug is it speci� cally 
has mechanism of action in the pre-
scribing information, which is pretty 
unique…[for] a drug in dermatology. 

FARBERG: We have a drug that top-
ically addresses sebum production, 
and there’s in vitro data showing that 
clascoterone does inhibit production 
of sebum as well as proin� ammatory 
cytokines.

ZEICHNER: Let’s just talk a little bit 
about the role of androgens and the 
development of acne when androgens 
start to increase in levels in the blood-
stream and the effects of that.

KIRCIK: So no puberty, no acne. No 
androgens, no acne. These are well 
known.

ZEICHNER: Adrenarche is the � rst 
stage of puberty, when the adrenal 
glands start to mature and produce 
androgen hormones. This is the time 
where prepubertal children start to 
develop acne, particularly comedo-
nes, in the T-zone of the face, which 
is the forehead, the nose, and the 
chin, which are the parts of the face 
that have the largest and most active 
sebaceous glands. 

ZEICHNER: What about androgens 
in men vs women? People typically 
think of testosterone as a male hor-
mone, but this is not completely true.

BALDWIN: In some cases, plasma 
levels of androgens are far less import-
ant than we think they are in terms 
of the sebaceous gland function and 
acne. So what does that mean? Are we 
saying that spironolactone [is] helping 
acne because it’s suppressing the levels 
in the bloodstream? Or is it doing 
something to the follicle as well?

ZEICHNER: I would think it’s a road-
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block at the level of the skin.
BALDWIN: The place to act when 

you’re trying to suppress sebum is at 
the sebaceous gland level, and that’s 
what clascoterone does. It’s probably 
what spironolactone does too, but we 
don’t know.

ZEICHNER: Why do kids get acne 
during puberty and then in many 
of them, it goes away? Is there that 
acclimation to the new level of 
hormones? Something that you’re 
not actually seeing in transgender 
patients? When giving hormones to 
patients transitioning from female to 
male, they’re not going through that 
pubertal adjustment period. And even 
though they have a sustained higher 
level of exogenous testosterone, the 
sebaceous glands aren’t adjusting, and 
they continue to have severe acne.

BALDWIN: How long do you think 
they will, though? We don’t really 
know the end point yet, do we? 

ZEICHNER: I think many of these 
patients have been on exogenous tes-
tosterone at this point for many years.

BALDWIN You’re right. How many 
years is the maximum? Is it 10 years 
old? It’s longer than a boy would have 
been going through puberty.

ZEICHNER: There’s a lot we don’t 
know, but I think that the most im-
portant take-home is what you said, 
is that there’s an interaction between 
testosterone and the sebaceous glands 
at the end organ level and the skin, 
which is completely separate from 
drug levels in the bloodstream.

BALDWIN: Which is also probably 
why spironolactone works in adult 
women with acne, even if they have 
normal androgen levels in their blood-
stream.

ZEICHNER: I think there’s a sensi-
tivity.

BALDWIN: Yes, end organ hypersen-
sitivity. Therefore, it seems that Win-
levi would be an appropriate drug for 

the treatment of adult acne patients. 
Adult acne is commonly referred to 
as hormonal acne, a term that we 
use to describe the cyclical breakouts 
that we see in adult women. But this is 
a misnomer.

KIRCIK: As Julie Harper says, “All 
acne is hormonal.”

ZEICHNER: Traditionally, hormonal 
therapies have been limited to women. 
How is topical clascoterone different?

BALDWIN: Clascoterone is me-
tabolized within the epidermis into 
cortexolone, which is not an antian-
drogen. So before it even reaches the 
bloodstream, it has been metabolized 
into an agent, which is no longer an 
antiandrogen, making it safe in men. 
And during the pivotal phase 3 tri-
als, they were not even required to 
check clascoterone levels because in 
the pharmacokinetic studies it was 
demonstrated to be nonexistent in 
the systemic circulation.

ZEICHNER: When we’re talking 
about the role of androgen hormones 
and the sebaceous glands, sebaceous 
glands are much more than just oil 
factories. And while they produce 
sebum, we also know that they have 
endocrine and immune roles. If seba-
ceous gland production is dampened, 
how might this lead to a decrease in 
acne proliferation? 

DRAELOS: No sebum, no acne.
KIRCIK: Less sebum, less acne. More 

sebum, more acne.
BALDWIN: I say the follicle is like 

the Ritz Carlton to C. acnes because 
it has all the food it needs, a nice place 
to sleep, and no oxygen.

KIRCIK: The antiandrogen blocks ei-
ther the receptor or the enzyme itself. 
By blocking that, you are decreasing 
your sebum production. But it’s not 
only decreasing the serum production 
but also decreasing the proin� amma-
tory cytokine release, which plays 
a role in acne pathogenesis such as 

IL-1β, IL-6, and IL-8. The drug binds 
to the androgen receptor by inhibiting 
the binding of the dihydrotestoster-
one to the androgen receptor on the 
sebaceous glands.

ZEICHNER: All new drugs coming to 
the market need to go through phase 
1, 2, and 3 three studies. Phase 3 stud-
ies are the pivotal studies that the FDA 
evaluates, looking at statistical superi-
ority of an active drug compared to its 
vehicle comparator. If someone would 
like to brie� y comment on the study 
protocol or design?

KIRCIK: The study protocol was a 
typical classical acne study protocol. 
We included patients with moderate 
to severe acne on the IGA scale of 3 or 
4. The patient population was 9 years 
of age and above. However, the drug 
is indicated for 12 years of age and 
above. There are two coprimary end 
points; success was de� ned as clear 
or almost clear, with two-grade im-
provement on the IGA scale as well as 
absolute number reduction in in� am-
matory and non-in� ammatory lesion 
count at week 12. And all acne studies 
are in week 12. Patients were random-
ized 1:1 to receive clascoterone cream 
vs its vehicle, and it was applied twice 
daily for 12 weeks. Then there was 
an open-label extension study, where 
the patients who choose to go on that 
open-label study were included. That 
ended for 9 months, which totaled up 
to 12 months for safety. However, we 
also looked at the ef� cacy anyway.

BALDWIN: The inclusion criteria 
were a minimum of 30 in� ammatory 
and 30 non-inflammatory lesion 
count, which is very high. I like to ask 
the reader or the people sitting in the 
room to think about what they would 
look like with a minimum of 60 acne 
lesions on their face. Because that’s an 
awful lot of acne.

FARBERG: And patients were well 
balanced between the active and ve-
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hicle arms and well balanced across 
the 2 clinical trials.

BALDWIN: In the open-label exten-
sion study [Open-label, long-term ex-
tension study to evaluate the safety of 
clascoterone (CB-03-01) cream, 1% 
twice daily, in patients with acne vul-
garis]2…609 people were enrolled for 
the phase 3 trial. Approximately half 
of them had been in the clascoterone 
arm, and half had been in the vehicle 
arm. All patients spent 1 month taking 
clascoterone twice a day on their face, 
and they were also allowed to place it 
on their trunk. After that, they were 
evaluated at month 1, 3, 6, and 9. And 
if they were doing well, that is to say, 
an IGA of 0 or 1 or clear or near clear, 
they were taken off drug. If they were 
mild, moderate, or severe, they were 
placed on drug or continued on drug 
until the next evaluation. So at the end 
of the study, you had people who had 
been on drug for a full 12 months and 
with a minimum of 9 months and all 
permutations in between.

ZEICHNER: Is clascoterone an ap-
propriate option for truncal acne, 
irritation, and bleaching?

BALDWIN: In the open-label study, 
patients were also allowed to place 
the medication on their trunk, which 
of course is helpful because this is ba-
sically a safety study, so we do want 
maximum use during a safety study. 
So they applied it on a daily basis 
to the trunk if they had acne there, 
obviously. And there was ef� cacy data 
captured, which demonstrated a nice 
improvement in truncal acne, which 
actually was numerically superior to 
the results on the face, although the 
numbers were quite a bit lower. This 
suggests that we have yet another 
medication that’s appropriate for use 
on the trunk, which is an area that’s 
often very dif� cult to treat. We have 
medications that stain, medications 
that bleach, and medications that 

irritate, and this drug does none of 
those.

KIRCIK: The drug was safe and 
well-tolerated throughout the study.

DRAELOS: With an excellent 
safety pro� le.

ZEICHNER: Regarding the indication 
for isotretinoin, who do you use it for? 
When do you use it? And are you using 
it differently now compared to 10 
years ago?

FARBERG: Primarily when I’m 
considering utilizing isotretinoin or 
when treating patients with acne, I 
tend to discuss all treatment options, 
including a high-quality skincare 
regimen, topical treatments, various 
oral treatments which include isotreti-
noin, because I want my patients to 
understand the breadth of treatment 
options. And then we discuss per-
sonalizing this treatment, and it goes 
back to this understanding of what’s 
the impact that this acne is having on 
the patient. For example, I have some 
patients with what I might consider 
mild acne, but it’s having a signi� -
cant impact on their social life. And 
of course, I see the contrary, patients 
with very severe acne that would 
prefer just to use a topical medica-
tion. And so I’ll discuss isotretinoin 
almost with every acne patient and 
then come to a group decision as 
to whether or not it’s appropriate 
for them.

ZEICHNER: Isotretinoin is indicated 
for patients with severe nodular cystic 
acne or in patients with acne resistant 
to traditional treatment as well as 
patients with physical or emotional 
scarring. There are some patients 
who have more severe acne but are 
not emotionally affected by it and 
are not interested in isotretinoin. And 
there are some patients who have less 
objectively severe acne but are more 
emotionally affected. And all of these 
patients are potential candidates.

ZEICHNER: I think we all have seen 
those patients who have objectively 
mild pimples, but they’re leaving scars 
behind.

KIRCIK: Exactly. So we cannot 
ignore the mild disease not knowing 
what will be the scarring.

ZEICHNER: And I think that many 
of us have seen patients on oral 
antibiotics for 2 years. Patients 
have been mismanaged, and I think 
that, in our expert opinion in treat-
ing acne patients, we’re reaching to 
isotretinoin much earlier now than 
we did 10 years ago because of our 
current understanding of both the 
safety of the drug as well as the 
effectiveness of the drug.

KIRCIK: But also, our understanding 
of the antibiotic resistance contrib-
uted to us using isotretinoin earlier 
and using less antibiotics.

DRAELOS: And the ability of the 
patient to make matrix metallopro-
teinases in response to the free fatty 
acids. So that’s where the immune 
system comes in, and that’s why mild 
people can have very severe scarring.

ZEICHNER: I think it’s really import-
ant as to the mechanism by which 
some patients scar out of proportion 
to what we would expect based on 
their acne severity.

BALDWIN: I think in the last 10 years 
we’ve really taken to heart the concept 
of being better stewards of antibiotics. 
And part of that is recognizing that 
our European colleagues turn to 
isotretinoin much sooner than we 
do, after 1 or only 2 courses of failed 
antibiotics. And we have a study that 
shows that the average person who 
goes on isotretinoin has already been 
on antibiotics for a year. And if they’ve 
visited more than one institution, 
they’ve been on antibiotics for some-
thing like 350 days before they � nally 
go on the isotretinoin that they prob-
ably needed to begin with. So I think 
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we’ve turned a corner in the last 10 
years. We’re not afraid of isotretinoin 
anymore, there was a period…when 
we were. There was a…time when we 
weren’t using it because iPLEDGE was 
so dif� cult to utilize. And I think we’ve 
come past that now, we recognize it 
for the wonderful drug that it is. And 
we celebrate its 40th birthday with it 
still being the best medication that we 
have to treat our severe acne patients. 
One of the bene� ts of using Winlevi 
in the treatment of acne, of course, [is 
that] this is not an antibiotic.

ZEICHNER: What is the optimal 
dosing strategy for isotretinoin, 
including traditional dosing vs how 
we’re doing it in the real world in 
clinical practice?

BALDWIN: The traditional dosing is 
0.5 to 1 milligram per kilogram for 
15 to 20 weeks.

ZEICHNER: Regardless of what it 
says in the package insert, how are 
you guys dosing your patients? I 
personally use this as a framework to 
start, but I’m adjusting the dose based 
on how I’m clinically evaluating the 
patients. If their skin and lips aren’t 
dry, then they’re either not taking the 
medication or they’re not absorbing 
it, and I’ll go up on the dose.

FARBERG: The daily dosing is ti-
trated based on symptomology that 
the patients are experiencing.

BALDWIN: Where do you start?
FARBERG: Start half dose of what I 

want to get them at or what I predict 
that they should be at.

BALDWIN: I prefer half a mg per kg 
at start.

ZEICHNER: In terms of once vs twice 
daily dosing?

BALDWIN: I’m a once a day.
FARBERG: I’m a twice a day.
BALDWIN: I’m a once a day with the 

food-dependent formulations because 
nobody eats breakfast and that morn-
ing pill falls on a deaf stomach. And we 

know that the absorption on an empty 
stomach is really quite dismal with 
the food-dependent formulations. If 
the insurance company is willing to 
let me go with the food-independent 
formulations, then I recommend bid.

ZEICHNER: So based on the metabo-
lism of the drug, there is perhaps better 
absorption with twice-daily dosing. 
However, at the end of the day, we 
need to do what’s best for our patients 
in the real world. Traditional dosing 
has been, as Dr Baldwin mentioned, 
up to 20 weeks. However, there have 
been many clinical trials looking at 
longer dosing. And unlike clinical tri-
als, in the real world, when we � nish 
isotretinoin we want the patients to 
be 100% clear.

KIRCIK: So what’s a target cumula-
tive dose?

FARBERG: 120 to 150.
BALDWIN: I’m still a 120 minimum. 

If I can get the food-independent for-
mulations so that I’m pretty con� dent 
about how much medication has been 
absorbed as opposed to how many 
milligrams have been taken, then I’m 
comfortable stopping at 120.

ZEICHNER: I think you just hit the 
nail on the head. I think the 120 to 150 
should really be based on absorption 
rather than what’s prescribed. And I 
think if you look at it that way, we 
can more effectively dose our patient.

KIRCIK: So if you have somebody 
clear 100%, do you continue to your 
target dose?

BALDWIN: I do.
KIRCIK: Me too.
BALDWIN: I want them clear for at 

least 2 months.
FARBERG: That being said, I utilize 

the 120 to 150 as just a guardrail. But 
my typical length of treatment is out-
comes-based. So understanding that 
I expect them to be clear for those 2 
months prior. And if they’re having a 
breakout in that last month—they’ve 

already proceeded the treatment for 5, 
6 months—will the patient go another 
1 or 2 months? Absolutely, they will. 
And they should.

ZEICHNER: One month past the last 
pimple. That’s what I do.

KIRCIK: The next burning question, 
do you guys give them a topical or 
any maintenance treatment of isotreti-
noin?

BALDWIN: Never know. We only 
have 1 study that I’m aware of that 
looked at that, which was a very small 
study utilizing isotretinoin. But it was 
a placebo-controlled, and it did show 
that there were 30%, if I’m not mis-
taken, fewer lesions in the 6 months 
following discontinuation of isotreti-
noin on the treatment group. So I am 
in favor if the patient is willing, but I 
do not force them.

KIRCIK: Right away?
BALDWIN: Yeah. Actually I’d pre-

fer a month before. And I prefer a 
combination of benzoyl peroxide in 
a retinoid, or retinoid alone. And in 
an adult female who has recurred 
before, if this is her second trial of 
isotretinoin, I start spironolactone a 
month before I discontinue.

FARBERG: Which highlights a more 
important position for a topical 
version, Winlevi. Because oftentimes, 
even in an isotretinoin failure, the 
patient is still very pleased with their 
outcome and doesn’t want to proceed 
with another round of isotretinoin 
and oral spironolactone, Winlevi is 
an ideal choice in these patients.

BALDWIN: I think that’s very true. 
And I haven’t had enough experience 
with Winlevi after isotretinoin yet to 
be able to comment on it. But I think 
you’re right. A patient would much 
prefer, I think, to switch from needing 
still to be on an oral medication to 
a topical.

KIRCIK: Isotretinoin is a lipophilic 
molecule and requires not only food 
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but fat for optimal absorption. So we 
always recommend taking isotreti-
noin with a fatty meal. The problem 
is that in the real world, patients are 
not necessarily eating as much fat 
as they need to, which is why newer 
medications have been developed to 
enhance absorption of isotretinoin 
in the absence of a fatty meal. And 
Lidose-based isotretinoin delivery 
meets that criteria.

BALDWIN: And micronization even 
more so.

KIRCIK: So I always say vehicle 
matters in topical treatments and 
then delivery matters in systemic 
treatments. So it doesn’t matter how 
much of a drug you’re getting, if it’s 
not absorbed, it’s absolutely use-
less. And the biggest problem with 
isotretinoin, as we discussed, [is] the 
cumulative total dose and when it’s 
not absorbed, that…[is] not going to 
happen. So we do need Lidose-based 
delivery system for the drug. Lidose is 
sort of a eutectic mixture of the lipids. 
And it’s not only used in dermatology; 
it has been previously used in other 
medications, including � broids. And 
so it does make sense to have this 
technology with isotretinoin, since 
most kids are not going to have [a] 
1000-calorie high fatty meal.

ZEICHNER: We have even new 
medications that take it one step 
further where the isotretinoin is be-
ing micronized. Dr Baldwin, if you 
can just comment on the bene� ts of 
micronization?

BALDWIN: So micronization, of 
course, makes extremely small parti-
cles. And those small particles have 
a larger surface area so that they 
dissolve more readily in the intestine, 
giving you an increase bioavailability 
of the drug. It’s been shown to give 
a plasma level of 50% higher than 
with the former Lidose formulation 
of isotretinoin, which in turn was 

shown to be absorbed 60% better 
than the generic formulations. So 
the newer micronized formulation is 
2 levels of improvement beyond the 
generic food-dependent options that 
we have for…use. In the real world, 
the reason why it’s important to have 
the micronized formulation is because 
our patients are not consuming 50 
grams of fat in their meal. Who in their 
right minds would actually do that?

ZEICHNER: Could you describe to us 
what a 1000-calorie, 50-gram meal 
would look like?

BALDWIN: I can do that. My general 
summary is it’s like a Shake Shack 
meal. It’s a cheeseburger, French fries, 
and a Tim Hortons Dutchie donut.

ZEICHNER: So we know, according 
to the American Dietetic Association, 
that most people are not taking this 
type of meal. In fact, teenagers are 
skipping meals.

BALDWIN: Sixty-six percent of 
teenage girls don’t eat breakfast, and 
everybody else in the world is on 
an intermittent fasting diet, and not 
having breakfast.

ZEICHNER: Plus there are people 
who genetically have a history of high 
cholesterol and triglycerides.

KIRCIK: The most ironic thing is 
how can we have a drug…[whose] 
major side effect is triglycerides and 
you advise them to eat [a] 1000-cal-
orie high meal with the pill. It just 
doesn’t makes sense.

ZEICHNER: So the micronization not 
only enhances ef� cacy, but in many 
ways it’s better for the overall health 
of the patient?

BALDWIN: That’s absolutely true. 
And then the last thing that we have 
to say is we’re all counting milligrams 
sort of generally. We’re not exactly 
down to the last milligram, but we’re 
counting milligrams in general to 
make sure we reach somewhere in 
the vicinity of 120 to 150. So if your 

patient is taking that morning pill on 
an empty stomach, they’ve had half 
as much, a quarter, because the eve-
ning pill is probably being taken with 
fat. They’re a quarter less than you 
thought they were. So here you are 
counting to 120, and they’ve reached 
nowhere near 120. So it increases 
the risk of recurrence and increases 
the risk of the need for an additional 
course of isotretinoin, which no one 
wants. And that’s the whole game 
here. Isotretinoin will make a patient 
better if you sprinkle isotretinoin dust 
over their heads. The question is, is it 
going to come back? And in my opin-
ion, micronization gives us the best 
chance of it not coming back.

ZEICHNER: So in clinical trial set-
tings, when patients are observed and 
speci� cally taking the caloric and fat 
intake that they need to, there really 
is no difference between the effective-
ness of the generic vs the brand name 
medications. But in the real world, 
that doesn’t happen. Which is why 
it’s essential that we have access to 
brand names 

KIRCIK: And can they also say low 
dose also means less side effects?

FARBERG: Potentially.
KIRCIK: Potentially, if you take less 

of something.
BALDWIN: It’s a 50% better absorp-

tion and [a] 20% lower dose. And we 
have no data, there’s no clinical study 
on absorbed LD.

ZEICHNER: What are some strat-
egies to reduce the risk of acne 
� ares initially?

KIRCIK: Especially patients with 
severe acne, we will start isotretinoin 
at very low doses or on a case-by-case 
scenario combined with various doses 
of oral prednisone.

BALDWIN: Because you have 2 types 
of � ares. You have that minor � are that 
many people experience, which can be 
helped by lowering your starting dose 
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to half a mg per kg or lower. And then 
you have the people who are at risk for 
pseudo acne fulminans, which is what 
we’re really worried about. And those 
are generally teenage boys with very 
in� ammatory lesions with a truncal 
preponderance. And those are the 
patients you have to be super careful 
with. I personally start with 10 milli-
grams a day and they go home with 
a prescription.

KIRCIK: But you don’t know who it 
is to begin with.

BALDWIN: Right, but the high risk 
are boys…[with] very in� ammatory 
in truncal. So those patients in my 
practice go home with a bottle of 
prednisone. I don’t have them take it 
yet, but they have the bottle. 

ZEICHNER: What dose of prednisone 
do you give?

BALDWIN: Ultimately if you’re 
treating pseudo acne fulminans it’s 1 
mg per kg, but in the beginning I’m 
giving them maybe 20 milligrams or 
so to try to suppress. How much do 
you guys use?

KIRCIK: I give them a bunch of 20s 
and tell them maybe 40, depending on 
what’s going on.

BALDWIN: On how bad it goes. I just 
have them send me pictures.

KIRCIK: And I bring them in. I don’t 
see pictures, but I bring them in.

ZEICHNER: There have been many 
studies evaluating a questionable 
association with in� ammatory bowel 
disease. Causation has not been estab-
lished, but what are your thoughts?

KIRCIK: I think more evidence of 
patients who were on long-term 
antibiotics before they were started 
on isotretinoin, those who developed 
the IBD. There’s no causation that has 
been associated between isotretinoin 
and in� ammatory bowel disease. The 
largest study that we have was a 2014 
study and the GI literature showing 
no association between isotretinoin 

and ulcerative colitis. And, in fact, 
a protective effect of isotretinoin in 
Crohn’s disease.

BALDWIN: There’s no evidence that 
it makes existing IBD worse.

ZEICHNER: And there are stud-
ies evaluating patients with IBD 
on isotretinoin for both acne and 
other conditions.

FARBERG: And those GI doctors 
don’t appear to be concerned about 
the risk.

BALDWIN: They’re never concerned. 
I’ve never had a GI doctor turn me 
down when I ask permission to put a 
patient on isotretinoin. 

ZEICHNER: What about the asso-
ciation between isotretinoin and 
depression?

BALDWIN: Two meta-analyses indi-
cate that it’s not of concern. However, 
for depression, in my opinion, we 
should keep a high index of suspicion, 
especially in this patient population 
because the background noise is im-
mense. This is the group, the 18- to 
25-year-olds are the group that’s most 
likely to commit suicide in general and 
has the least mental stability of all of 
the patients that we treat. So we need 
to keep a high index of suspicion in 
this group and just make sure that that 
individual patient isn’t developing 
suicidal ideations. 

FARBERG: The association 
with depression is with acne, not 
with isotretinoin.

BALDWIN: I agree. It’s not the drug, 
it’s the disease and the time of life.

ZEICHNER: Both the Scandina-
vian studies [Isotretinoin and Risk 
Factors for Suicide Attempt: A 
Population-Based Comprehensive 
Case Series and Nested Case-Con-
trol Study Using 2010-2014 French 
Health Insurance Data]3 have shown 
fewer suicide attempts in patients on 
isotretinoin.

KIRCIK: We also know something 

that is totally new from the psori-
asis population, that in psoriasis 
we always assume that people are 
depressed because of their disease, 
the way they look, but they’re also 
depressed because of increased IL-17 
levels in the brain. Which we know, 
there’s IL-17 levels in acne patients. 
So I’m making that correlation.

ZEICHNER: It’s an exciting time to be 
a dermatologist treating acne because 
we have innovation in both the topical 
and systemic space to give our patients 
novel treatments that are both safe 
and effective, ultimately improving 
quality of life. 
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